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DETAILED ACTION 

1. A request for continued examination under 37 CFR 1.114, including the fee set forth in 37 
CFR 1.17(e), was filed in this application after final rejection. Since this application is eligible 
for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) has been 
timely paid, the finality of the previous Office action has been withdrawn pursuant to 37 CFR 
1.114. Applicant's submission filed on 3/9/06 has been entered. 

2. Claims 87-100 are pending and under examination as they read on a polypeptide capable of 
specific binding to factor VIII and interference with the activity of factor VIII inhibitors, which 
polypeptide comprises the variable region of the heavy chain of a human antibody with factor 
VIII specificity or parts thereof which at least includes the CDR3 region and a pharmaceutical 
composition thereof. 

3. The following is a quotation of the second paragraph of 35 U.S.C. 1 12. 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

4. Claims 94-95 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

A. The recitation " binds the heavy chain of factor VIII" in claim 94 and the recitation " 
binds the heavy chain of factor VIII consisting of the Al domain, the A2 domain and the 
B domain of factor VIII" in claim 95, are ambiguous, claims 94 and 95 depends from 
claim 87, which recites VH sequences that only bind to the light chain of factor VIII. It is 
unclear how those sequences would bind to the heavy chain of factor VIII. 

5. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making and using it, 
in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 

6. Claims 87-88, and 91-99 are rejected under 35 U.S.C. 1 12, first paragraph, as containing 
subject matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. This is a New Matter rejection. 

A. The phrase "An isolated polypeptide capable of specific binding to factor VIII and 
comprising a heavy chain variable region of a human antibody with factor VIII 
specificity and a light chain variable region of a human antibody; wherein the heavy 
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chain variable region comprises a sequence selected from the group consisting of SEQ 
IDNO: 24, SEQ ID NO: 26, SEQ ID NO: 3 1, SEQ ID NO: 33, SEQ ID NO: 35, SEQ ID 
NO: 37 and SEQ ID NO: 52" claimed in claim 87, 

B. The phrase "which is capable of interfering with the activity of factor VIII inhibitors, and 
wherein the heavy chain variable region comprises a sequence selected from the group 
consisting of SEQ ID NO: 24 and SEQ ID NO: 26" claimed in claim 88. 

Represent a departure from the specification and the claims as originally filed. 



Applicant's amendment filed 3/9/06 does not point to the specification for support for the newly 
added limitations "An isolated polypeptide capable of specific binding to factor VIII and 
comprising a heavy chain variable region of a human antibody with factor VIII specificity and a 
light chain variable region of a human antibody; wherein the heavy chain variable region 
comprises a sequence selected from the group consisting of SEQ IDNO: 24, SEQ ID NO: 26, 
SEQ ID NO: 31, SEQ ID NO: 33, SEQ ID NO: 35, SEQ ID NO: 37 and SEQ ID NO: 52" as 
claimed in claim 87. However, the specification does not provide a clear support for such 
limitation. It is not contemplated in the specification that the germ lines DP 10 (SEQ ID NO: 24), 
DP-14 (SEQ ID NO: 26), DP- 15 (SEQ ID NO: 31), DP31 (SEQ ID NO: 33), DP49 (SEQ ID 
NO: 35), DP37 (SEQ ID NO: 37) and DP47 (SEQ ID NO: 52) polypeptides capable of specific 
binding to factor VIII and comprising a heavy chain variable region of a human antibody with 
factor VIII specificity and a light chain variable region of a human antibody. Further, it is not 
contemplated in the specification that SEQ ID NO: 24 (DP-10) or SEQ ID NO: 26 (DP-14) germ 
lines are capable of interfering with the activity of factor VIII inhibitors. The instant claims now 
recite limitations which were not clearly disclosed in the specification and recited in the claims 
as originally filed. 



7. Claims 87-88 and 91-100 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a polypeptide capable of specific binding to factor VII 
and interference with the activity of factor VIII inhibitors, wherein the polypeptide comprises a 
heavy chain variable region of a human antibody with factor VIII specificity and a light chain 
variable region of a human antibody, wherein the heavy chain variable region omprises a 
sequence selected from the group consisting of SEQ ID NO: 23, SEQ ID NO: 25, SEQ ID NO: 
27, SEQ ID NO: 28, SEQ ID NO: 32, SEQ ID NO: 34, SEQ ID NO: 32, SEQ ID NO: 36, SEQ 
ID NO: 38, SEQ ID NO: 5 land SEQ ID NO: 53 and a composition thereof, does not reasonably 
provide enablement for an isolated polypeptide capable of specific binding to factor VIII and 
comprising a heavy chain variable region of a human antibody with factor VIII specificity and a 
light chain variable region of a human antibody, wherein the heavy chain variable region 
comprises a sequence selected from the group consisting of SEQ ID NO: 24, 26, 31, 33, 35, 37, 
and 52 in claim 87, which is capable of interfering with the activity of factor VIII inhibitors, and 
wherein the heavy chain variable region comprises sequence selected from the group consiting of 
SEQ ID NO: 24 and SEQ ID NO: 26 in claim 88. The specification does not enable any person 
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skilled in the art to which it pertains, or with which it is most nearly connected, to make and or 
use the invention commensurate in scope with this claim. 

The specification on page 25, lines 30-34 discloses that the CDR3 region of the clones can 
determine the specificity of these antibodies for the factor VIII light chain. Further, the 
specification under Example 2, discloses that the VH region of the claimed antibody is important 
in determining the binding activity of the scFv to factor VIII. Since the source of light chain 
variable regions can be any light chain variable region of a human antibody. However, claims 87 
and 88 recite that the VH of the claimed polypeptide is the germ line segments of DP 10 (SEQ ID 
NO: 24), DP-14 (SEQ ID NO: 26), DP-15 (SEQ ID NO: 31), DP31 (SEQ ID NO: 33), DP49 
(SEQ ID NO: 35), DP37 (SEQ ID NO: 37) or DP47 (SEQ ID NO: 52). These germ line 
segments lack the crucial CDR3 (see figures 4, 9 and 1 1). Yet, Applicant claims that these germ 
line segments have the ability to bind to factor VIII. Since the germ lines lack the crucial CDR3 
feature that determines the specificity of the claimed antibodies and since VL region lack of 
importance, the skill in the art would not expect the claimed germ line segments to specifically 
bind factor VIII. Further, the specification fails to provide sufficient guidance as how such germ 
line segments would bind to factor VIII. 

It is well established in the art that the formation of an intact antigen-binding site generally 
requires the association of the complete heavy and light chain variable regions of a given 
antibody, each of which consists of three CDRs which provide the majority of the contact 
residues for the binding of the antibody to its target epitope. The amino acid sequences and 
conformations of each of the heavy and light chain CDRs are critical in maintaining the antigen 
binding specificity and affinity which is characteristic of the parent immunoglobulin. It is 
expected that all of the heavy and light chain CDRs in their proper order and in the context of 
framework sequences which maintain their required conformation, are required in order to 
produce a protein having antigen-binding function and that proper association of heavy and light 
chain variable regions is required in order to form functional antigen binding sites. Even minor 
changes in the amino acid sequences of the heavy and light variable regions, particularly in the 
CDRs, may dramatically affect antigen-binding function as evidenced by Rudikoff et al (Proc 
Natl Acad Sci USA 1982 Vol 79 page 1979) (of record). Rudikoff et al. teach that the alteration 
of a single amino acid in the CDR of a phosphocholine-binding myeloma protein resulted in the 
loss of antigen-binding function. 

Regarding the pharmaceutical compositions of claims 98-100, it has been established that in the 
absence of a correlation between the in vitro and in vivo efficacy the person having ordinary skill 
in the art has not basis for perceiving these efficacy. "First, although appellants 1 specification 
describes certain in vitro experiments, there is no correlation on this record between in vitro 
experiments and a practical utility in currently available form for humans or animals. It is not 
enough to rely on in vitro studies where, as here, a person having ordinary skill in the art has no 
basis for perceiving those studies as constituting recognized screening procedures with clear 
relevance to utility in humans or animals" (emphasis added). Ex parte Maas, 9 USPQ2d 1746. 
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Reasonable correlation must exist between the scope of the claims and scope of the enablement 
set forth. In view on the quantity of experimentation necessary the limited working examples, the 
nature of the invention, the state of the prior art, the unpredictability of the art and the breadth of 
the claims, it would take undue trials and errors to practice the claimed invention. 

8. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless — 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on sale in 
this country, more than one year prior to the date of application for patent in the United States. 

9. Claims 87-88 and 92-99 are rejected under 35 U.S.C. 102(b) as being anticipated by WO 
95/08336. 

The "336 publication teaches an immunoglobulin comprises OF71.2 (claimed and published SEQ 
ID NO: 24) having the amino acid depicted in figure 5(B) (claimed SEQ ID NO: 24) (see 
published claims 1-6 and 15-17, pg. 68, published SEQ ID NO: 24 and attached sequence 
alignment in particular). The * 336 publication teaches a pharmaceutical composition comprising 
the antibody and a carrier (see published claim 17 in particular). It is noted that the referenced 
antibody comprises both the heavy and light chains. The "336 publication teaches that the 
referenced sequences are IgG (see page 51, line 5-7 in particular). 

While the prior art teachings may be silent as to the "capable of specific binding to factor VHP 5 
claimed in claim 87, " capable of interfering with the activity of factor VIII inhibitors" claimed 
in claim 88, "specifically binds the heavy chain of factor VIII" in claim 94, " specifically binds a 
domain of the heavy chain of factor VIII consisting of the A 1 domain, the A2 domain and the B 
domain of factor VIII" in claim 95, "specifically binds the light chain of factor VIII" in claim 96, 
"specifically binds a region of the light chain of factor VIII consisting of the A3 domain, the CI 
domain and the C2 domain of factor VIII" per se; the product in the reference is the same as the 
claimed product. Therefore, these limitations are considered inherent properties. 

When a claim recites using an old composition or structure (e.g. antibodies comprising SEQ ID 
NO: 24) and the use is directed to a result or property of that composition or structure (binds 
factor VIII), then the claim is anticipated. See MPEP 21 12.02. Also, see Bristol-Myers Squibb 
Co. v. Ben Venue Laboratories, Inc. 58 USPQ2d 1508 (CA FC 2001); Ex parte Novitski 26 
USPQ 1389 (BPAI 1993); Mehl/Biophile International Corp. V. Milgraum. 52 USPQ2d 1303 
(Fed. Cir. 1999); Atlas Powder Co. V. IRECO, 51 USPQ2d 1943 (Fed. Cir. 1999). 



The reference teachings anticipate the claimed invention. 



Application/Control Number: 09/674,752 
Art Unit: 1644 



Page 6 



10. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of 
this title, if the differences between the subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to 
which said subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 



This application currently names joint inventors. In considering patentability of the claims under 
35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to 
the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a later invention was 
made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 

11. Claims 87 and 91 are rejected under 35 U.S.C. 103(a) as being unpatentable over WO 
95/08336 in view of Bird et al (1988) (off record). 



The teachings of WO "336 publication, have been discussed, supra. 

The claimed invention differs from the reference teaching only by the recitation of a single chain 
Fv fragment in claim 91 . 

Bird et al teach a single chain antigen binding proteins composed of an antibody variable light - 
chain amino acid sequence (Vl) tethered to a variable heavy -chain sequence (Vh) by a designed 
peptide that links the carboxyle terminus of the Vl sequence to the amino terminus of the Vh 
sequence. Bird et al further teach that the single chain antibodies have significant advantages 
over monoclonal antibodies in a number of applications such as lower back ground in imaging 
applications since the single chain antibody lack the Fc portion (see the entire document and 
page 426, left column, 2 n paragraph in particlular)). 

Therefore, it would have been prima facie obvious to one of ordinary skill in the art at the time 
the invention was made to produce the monoclonal antibody taught by '336 publication as a 
single chain antibody as taught by the Bird et aL 

One of ordinary skill in the art at the time the invention was made would have been motivated to 
do so because single chain antibodies have significant advantages over monoclonal antibodies in 
a number of applications such as lower back ground in imaging applications since the single 
chain antibody lack the Fc portion as taught by Bird et aL 

From the combined teachings of the references, it is apparent that one of ordinary skill in the art 
would have had a reasonable expection of success in producing the claimed invention. Therefore, 



Application/Control Number: 09/674,752 



Page 7 



Art Unit: 1644 

the invention as a whole was prima facie obvious to one of ordinary skill in the art at the time the 
invention was made, as evidenced by the references, especially in the absence of evidence to the 
contrary. 

12. No claim is allowed. 

13. Claims 89-90 are objected to as being dependent upon a rejected base claim, but would be 
allowable if rewritten in independent form including all of the limitations of the base claim and 
any intervening claims. 



14. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Maher Haddad whose telephone number is (571) 272-0845. The examiner 
can normally be reached Monday through Friday from 7:30 am to 4:00 pm. A message may be 
left on the examiner's voice mail service. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Christina Chan can be reached on (571) 272-0841. The 
fax number for the organization where this application or proceeding is assigned is 571-273- 
8300. 



Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be 
obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



,une20 - 2006 KWvwWcd 

Maher Haddad, Ph.D. 
Patent Examiner 
Technology Center 1600 



